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AB Antioxidant 1- (3 -methoxybenzyl) -3 -substituted thioureas, 

3-MeOC6H4CH2NHCSNHR (I, R = linear or branched alkyl, cycloalkyl, benzoyl, 
etc.) and improved lipid compns . which are supplemented with I in amts. 
effective for augmenting oxidative stability of the base lipid are 
provided. Methods are also provided for enhancing the oxidative stability 
of a lipid, comprising supplementing a base lipid in need of enhanced 
oxidative stability with 1- (3 -methoxybenzyl) -3 -substituted thiourea (s). 
Thus, oxidative stability of high-oleic sunflower oil was improved by more 
than 17-fold after addition of 1 , 3-di (3 -methoxybenzyl) thiourea . The presence 
of a benzylamine or N-substituted benzylamine imparts enhanced oxidative 
stability. 
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RL : ADV (Adverse effect, including toxicity) ; NUU (Other use, 
unclassified) ; PRP (Properties) ; SPN (Synthetic preparation) ; BIOL 
(Biological study) ; PREP (Preparation) ; USES (Uses) 

(methoxybenzyl thiourea derivs . as antioxidants for lipid compns.) 
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TI 1, 3-Di (3-Methoxybenzyl) thiourea and related lipid antioxidants 
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AB Natural lipids and oils are subject to oxidative degradation affecting color, 
odor, viscosity, and lubricity, which lowers the quality of the com. 
products containing these lipids. In the food, cosmetics and pharmaceutical 
industries, maintaining high quality color and odor of oils and other 
lipids is important. Meadowfoam (Limnanthes alba) seed oil is more 
oxidatively stable than other vegetable oils and imparts this oxidative 
stability to other oils when mixed in combinations. This study was 
conducted to identify antioxidants in meadowfoam oil and to determine their 
properties. Structurally-related compds . were synthesized to compare to 
the antioxidant compound in meadowfoam. Compds. isolated from meadowfoam 
oil (L. alba) , were concluded to be either a source of 

1,3-di (3-methoxybenzyl) thiourea (3MBTU) or oxidation products from it. 
3-Methoxybenzyl isothiocyanate (3MBITC) and 3-methoxybenzyl amine (3MBAm) , 
which were identified in the oil as degradation products of the glucosinolate 
glucolimnanthin, reacted readily to form 3MBTU in meadowfoam oil, water 
and ethanol . 1 , 3-di (3-methoxybenzyl ) urea, the oxygenated form of 3MBTU , 
was isolated from crude meadowfoam oil. 3MBTU and other disubstituted 
thioureas containing at least one 3-methoxybenzyl substituent were made from 
isothiocyanates and amines and the lipid solubility, antioxidant properties, 
toxicity (LC50) , stability and spectral absorbance properties were determined 
3MBTU was an effective antioxidant in two different oxidative stability 
tests for mono- and polyunsatd. oils at the 0.1% level. It was also a 
stronger UVB absorber than most of the other disubstituted thioureas 
tested. Mol . models and calcns. explained some of these results. The 
toxicity of 3MBTU was also very low compared with other thioureas and some 
commonly used lipid antioxidants. Solubility in meadowfoam oil was highest for 
3MBTU, among those tested at 50°. In conclusion, 3MBTU, from 
meadowfoam oil, meadowfoam byproducts, or synthesized appears to meet many 
of the criteria for an effective lipid antioxidant. 
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AB 1- (3-Methoxybenzyl) -3-substituted thiourea antioxidant compds. and 
improved lipids compns . which are supplemented with amts. of such 
antioxidant compds. effective for augmenting oxidative stability of the 
base lipid are provided. Also provided are methods for enhancing the 
oxidative stability of a lipid comprising supplementing a base lipid in 
need of enhanced oxidative stability with at least one 
1- (3-methoxybenzyl) -3-substituted thiourea compound of the present 
invention. Thus, 2.59 mL 3-methoxybenzyl isothiocyanate was added 
dropwise to 3.6 g 3-methoxybenzylamine in 20 mL water to give 
1,3-di (3-methoxybenzyl) thiourea, 2 0 mg of which was added to jojoba oil 
showing 30% improvement on oxygen stability index compared to an OSI test 
for the jojoba oil alone. 
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AB The title compds . QLYR1 [I; Q = (un) substituted 2-quinazol inyl ; Rl = 

(un) substituted alkyl, cycloalkyl, aryl , etc.; L = II, III (wherein R5, R6 
= H, alkyl; A, B = a bond, CH2, (CH2)2), etc.; Y = (un) subst ituted CONH, 
CSNH, C(0)0, S02, etc.] which act as MCH receptor antagonists, were prepared 
E.g., a multi-step synthesis of 1- (3 , 4 -dimethoxyphenyl ) -3- [cis-4 - (4 - 
dimethylaminoquinazolin-2-ylamino) cyclohexyl] -urea hydrochloride (starting 
from quinazoline-2 , 4-dione) which showed IC50 of 13 nM against MCH 
receptor binding, was given. The compds. I are useful in pharmaceutical 
compns. (claimed) which use includes prophylaxis or treatment of improving 
memory function, sleeping and arousal, anxiety, depression, mood 
disorders, seizure, obesity, diabetes, appetite and eating disorders, 
cardiovascular disease, hypertension, dyslipidemia , myocardial infarction, 
binge eating disorders including bulimia, anorexia, mental disorders 
♦ including manic depression, schizophrenia, delirium, dementia, stress, 
cognitive disorders, attention deficit disorder, substance abuse disorders 
and dyskinesias including Parkinson's disease, epilepsy, and addiction. 
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(Therapeutic use) ; BIOL (Biological study); PREP (Preparation); USES 
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(preparation of novel quinazolines as MCH receptor antagonists) 
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TI Synthesis of N-benzyl- and N-phenyl -2-amino-4 , 5-dihydrothiazoles and 

thioureas and evaluation as modulators of the isoforms of nitric oxide 
synthase 

AU Goodyer, Claire L. M. ; Chinje, Edwin C. ; Jaffar, Mohammed; Stratford, Ian 
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AB Inhibition of the isoforms of nitric oxide synthase (NOS) has important 
applications in therapy of several diseases, including cancer. Using 
1400W [N- (3-aminomethylbenzyl) acetamidine] , thiocitrulline and 
N8- (4, 5-dihydrothiazol-2-yl) ornithine as lead compds . , series of 
N-benzyl- and N-phenyl -2 -amino-4 , 5-dihydrothiazoles and thioureas were 
designed as inhibitors of NOS. Ring-substituted benzyl and Ph 
isothiocyanates were synthesized by condensation of the corresponding 
amines with thiophosgene and addition of ammonia gave the corresponding 
thioureas in high yields. The substituted 2-amino-4 , 5-dihydrothiazoles 
were approached by two routes. Treatment of simple benzylamines with 
2-methylthio-4 , 5-dihydrothiazole at 180° afforded the corresponding 
2-benzylamino-4 , 5-dihydrothiazoles . For less nucleophilic amines and 
those carrying more thermally labile subst ituents , the 
4 , 5-dihydrothiazoles were approached by acid-catalyzed cyclization of 
N- (2 -hydroxy ethyl) thioureas . This cyclization was shown to proceed by an 
SN2-like process. Modest inhibitory activity was shown by most of the 
thioureas and 4 , 5-dihydrothiazoles , with N- (3 -aminomethylphenyl ) thiourea 
(IC50 = 13 hM vs. rat neuronal NOS and IC50=23 n,M vs. rat inducible 
NOS) and 2- (3 -aminomethylphenyl amino) -4 , 5-dihydrothiazole (IC50 = 13 nM 
vs. rat neuronal NOS and IC50 = 19 i^M vs. human inducible NOS) being the 
most potent. Several thioureas and 4 , 5-dihydrothiazoles were found to 
stimulate the activity of human inducible NOS in a time-dependent manner. 

IT 366786-85-8P 

RL: BSU (Biological study, unclassified) ; PAC (Pharmacological activity) ; 
PRP (Properties); RCT (Reactant) ; SPN (Synthetic preparation) ; BIOL 
(Biological study); PREP (Preparation); RACT (Reactant or reagent) 
(synthesis and NOS -inhibiting activity of N-benzyl- and 
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AB A method is provided for inhibiting free radical degradation in the skin of a 
human or nonhuman animal comprising contacting the skin with a skin 
treatment composition having a concentration of a 1 - (3-methoxybenzyl ) -3 -subst ituted 
thiourea compound effective for inhibiting free radical generation. Skin 
protecting compns . comprising a free radical inhibiting concentration of a 
1- (3-methoxybenzyl) -3-substituted thiourea compound, and optionally a 
sunscreen composition, are also provided. A skin treatment composition was prepared 
by blending 66 g mineral oil with 2.0 g 1 , 3-di- (3-methoxybenzyl ) thiourea, 
3.0 g 2-ethylhexyl palmitate, 27.0 g iso-Pr myristate and an effective 
amount of a suitable fragrance. 
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AB Methods and compns. are disclosed which use thiourea compds . I (Rl, R5 = 

halo, alkyl, alkoxy, etc.; R2, R4 = halo, alkyl, alkoxy, etc.; R3 = F ( H) , 

and alkyl esters thereof, for the treatment of pain. Preparation of I [Rl = F, 

R2 = CI; R3-R5 = H] which showed EC50 of 16 nM and 457 nM at a2B and 

a2C receptor in RSAT assay, was given. Particularly disclosed are 

compns. for the treatment of chronic pain, and methods for their use. 
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(preparation of thiourea compds. for modulating a-adrenergic receptor 
activity and use in treatment of pain) 
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AB Title compds. I [Rl-2 = H, alkyl ; m = 0-3; F = alkylene, alkenylene, bond; 
R = H, alkyl or R together with R4 and the atoms to which they are 
attached form a carbocycle; R3 = H; R4 = alkyl, haloalkyl, cycloalkyl, 
alkyl-SOO-2, alkylene-C (0) -Z , where Z = alkoxy, hydroxyalkyl ; E = ureido, 
thioureido, amido, carboxamido, Ar = substituted aryl optionally 
substituted with one, two or three alk(en)yl, alkoxy, haloalkoxy, halo, 
aryl, heteroaryl, etc.; Arl = (un) substituted aryl, optionally substituted 
with one, two or three alkyl, heteroalkyl, alkoxy, halo, haloalkyl, 
haloalkoxy, alkylthio, methyl enedioxy, nitro, amino or a combination 
thereof; Q = alkylene-W, where W = bond, 0, S, 02C, carboxamido or C(0)] 
were prepared For example, N-Boc-piperazine was alkylated with 
3,4-dichlorobenzyl bromide (CHC13, Et3N, 1 h) , deprotected (CHC13 , TFA , 1 
h) and coupled to Boc-L-valine (CH2C12, EDCI , 2 h) to give the N-protected 
piperazinylamide intermediate. Deprotection (MeOH, HC1 , 70°C, 2.5 
h) followed by amide reduction (THF, BH3, reflux, 2 h) and acylation with 
p-toluoyl chloride ( CH2C12, Et3N, 1 h) yielded II which was isolated as 
the dihydrochloride salt. The IC50 value (concentration of test compound required 
to reduce 1251-eotaxin binding to the CCR-3 L 1.2 transfected cells by 
50%) for selected compds. I was 0.24 - 3.52 Compds. I are useful 

in treating inflammatory or allergic diseases, e.g., asthma, allergic 
rhinitis, etc. 

IT 220772-46-3P 

RL: PAC (Pharmacological activity) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(drug; synthesis of disubstituted piperazinyl derivs . as CCR-3 receptor 
antagonists) 
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AB Methods and compns. are disclosed which use thiourea compds . I (Rl, R2 , 
R4, R5 = H, OH, Cl-3 alkyl , etc.; R3 = H, F) , and alkyl esters thereof, 
for the treatment of pain. Particularly disclosed are compns. for the 
treatment of chronic pain, and methods for their use. 

IT 366786-85-8 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
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(thiourea compds. for modulating a-adrenergic receptor activity, 
preparation, compns., and use in treatment* of pain) 
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AB Title compds . I [Ar, Arl = aryl , heteroaryl; E = (un) substituted CONH, 

S02NH, NHCONH, NHS02NH, NHCSNH, NHCO, NHC02 , 02CNH , NHS02 ; F = alkylene, 
alkenylene; R = H, alkyl; Rl, R2 = H, alkyl; R3 , R4 = H, (un) substituted 
alkyl, cycloalkyl, heterocyclic, CN; CR3R4 = carbocyclic, heterocyclic; 
RR3 = atoms required to form a carbocyclic or heterocyclic ring; Q = 
(un) substituted alkylene, heteroalkylene,- one of T an U = N, the other is 
N or CH; n = 0-2] were prepared for use as CCR-3 receptor antagonists, 
useful in treating asthma in particular. Thus, N- [ ( IS) - [4 - (3 , 4 - 
dichlorobenzyl)piperazin-l-ylmethyl] -2 -methylpropyl ] -4- 

methylbenzamide. 2HC1 was prepared from 1- (3 , 4 -dichlorobenzyl ) piperazine and 
BOC-L-valine in 4 steps. This compound had an IC50 for CCR-3 receptor 
binding of 0.24 pJVI. 
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RL: SPN (Synthetic preparation) ; THU (Therapeutic use); BIOL (Biological 
study) ; PREP (Preparation) ; USES (Uses) 
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CCR-3 -receptor antagonists) 
RN 220772-46-3 CAPLUS 



Thiourea, N- [1- [ [4- [ (3, 4 -dichlorophenyl ) methyl] -1-piperazinyl] methyl] 
methylpropyl ] -N» -[ (3 -methoxyphenyl ) methyl ] - (9CI) (CA INDEX NAME) 




(FILE 1 HOME 1 ENTERED AT 17:16:31 ON 12 MAY 2005) 

FILE 1 REGISTRY 1 ENTERED AT 17:16:39 ON 12 MAY 2005 

LI STRUCTURE UPLOADED 

L2 2 S LI 

L3 29 S LI FUL 

FILE 'CAPLUS, CA' ENTERED AT 17:17:55 ON 12 MAY 2 005 

FILE 'CAPLUS, CAOLD* ENTERED AT 17:18:15 ON 12 MAY 2 005 

L4 3 S L2 

L5 3 DUP REM L4 (0 DUPLICATES REMOVED) 

L6 10 S L3 

L7 7 S L6 NOT L5 

L8 7 DUP REM L7 (0 DUPLICATES REMOVED) 



= > d 11 

LI HAS NO ANSWERS ' 
LI STR 



H 

S 




H 



Structure attributes must be viewed using STN Express query preparation. 



